REMARKS 

Summary of the Invention 

The invention features methods for analyzing and determining the toxicity of a test 
compound in vitro. The methods involve separately contacting, under conditions allowing 
hybridization to occur, labeled nucleic acid probes, e.g., RNA or cDNA molecules, prepared 
or derived from mammalian cells either contacted or not contacted with the test compound 
with a library of nucleic acid molecules corresponding to at least a portion of a human 
sequence that is differentially spliced during apoptosis; the library being immobilized on a 
support. Contact of the mammalian cells with a test compound that is toxic causes the 
expression of the apoptosis-specific nucleic acid molecules by the contacted cells. The 
expression of these apoptosis-specific nucleic acid molecules can be detected in the 
contacted cells based on the hybridization profile that results between the nucleic acid 
molecules prepared from the contacted cells and the library of nucleic acid molecules. A 
hybridization profile that reveals the presence of a genetic marker of apoptosis in the 
contacted cells indicates that the test compound is toxic. 

Summary of the Office Action 

Claims 56-1 12 are pending. Claims 58-66 are withdrawn from consideration. Claims 56, 
67-78, and 94-1 12 are rejected under 35 U.S.C. § 102(a) for anticipation by Wang et al. (FEBS 
Letters 445:269-273, 1999; hereinafter "Wang"). Claims 56, 67-78, and 94-1 12 are rejected for 
obviousness-type double patenting over claims 1-25 of U.S. Patent No. 6,509,153. Claims 57, 
106, and 107 are objected to as being dependent upon a rejected base claim, but would be 
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allowable if rewritten in independent form, and claims 79-93 are allowed. By this reply, 
Applicants cancel claims 58-66 and address each of the Examiner's rejections. 

Obviousness-Type Double-Patenting Rejection 

Claims 56, 67-78, and 94-1 12 are rejected under the judicially-created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-25 of U.S. Patent No. 
6,509,153. In response to this rejection, Applicants submit a terminal disclaimer herewith, 
waiving the terminal portion of the term of the entire patent to be granted upon the above- 
identified application subsequent to the expiration date of U.S. Patent No. 6,509,153. In light of 
the terminal disclaimer, Applicants respectfully request that the rejection of claims 56, 67-78, 
and 94-1 12 for obviousness-type double patenting be withdrawn. 

Rejections under 35 U.S.C. § 102(a) 

Claims 56, 67-78, and 94-1 12 are rejected under 35 U.S.C. § 102(a) for anticipation by 
Wang. The Examiner states that Wang teaches "a method for determining the toxicity of a test 
compound [according to the methods recited in independent claims 56 and 94]," citing, in 
particular, p. 269, col. 2, paragraphs 2.1, 2.2, and 2.4 (Office Action, p. 3). Applicants 
respectfully traverse this rejection. 

In response to the rejection, Applicants direct the Examiner to the attached Declaration 
Under 37 C.F.R. § 1.1 32 l . As is attested to in the accompanying Declaration of Drs. Tocque, 
Bracco, and Schweighoffer, the invention of claims 56, 67-78, and 94-1 12 was reduced to 

1 Applicants note that the Declaration is provided unsigned; a signed copy will be provided. 
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practice prior to February 26, 1999 (the publication date of Wang et al.). Specifically, a method 
involving separately contacting, under conditions allowing hybridization to occur, labeled nucleic 
acid probes prepared from mammalian cells contacted with a test compound (i.e., ethanol) and 
mammalian cells not contacted with the test compound with a library of nucleic acid molecules 
corresponding to at least a portion of a human sequence that is differentially spliced during 
apoptosis had been performed by Applicants prior to the publication of Wang et al. In view of 
the attached Declaration, Applicants believe that the 35 U.S.C. § 102(a) rejection may now be 
withdrawn. 

Applicants note that the laboratory notebook pages accompanying the attached 
Declaration are in French. Applicants kindly request that the Examiner contact the undersigned 
at the number indicated below should translations of the laboratory notebook pages be required. 
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CONCLUSION 



Applicants submit that the claims are novel and inventive over the prior art and 
respectfully request favorable reconsideration of the present application. In particular, it is 
believed that the claims are in condition for allowance, and a notification to that effect is 
respectfully requested. 

Enclosed is a petition to extend the period for replying for two months, to and including 
July 22, 2006, and a check in payment of the required fee. If there are any charges or any credits, 
please apply them to Deposit Account No. 03-2095. 



Clark & Elbing LLP 
101 Federal Street 
Boston, MA 021 10 
Telephone: 617-428-0200 
Facsimile: 617-428-7045 



Respectfully submitted, 
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